gastroprotective drug; acetazolamide 2, which was the first non-mercurial diuretic drug, 69 used clinically thereafter as antiglaucoma, antiepileptic 11 or antiulcer drug, 1 together with a large series of its congeners derived from 5-amino-1,3,4-thiadiazole-2-sulfonamide 3. Recently, another group of biologically active 1,3,4-thiadiazoles was reported by us. 17 5-(2-Aminoethyl)-2-amino-l,3,4-thiadiazole 4 and some of its positively charged pyridinium derivatives showed very good activatory effects on carbonic anhydrase, 17 making such compounds attractive candidates for the development of pharmacological agents for the treatment of CA defficiency syndrome, a rare but dramatic genetic disease which is caused by the lack ofisozyme CA II in the human organism. 8'9 As 4 possesses an interesting donor atoms system besides its prominent biological activity, 17 Synthesis of complexes [5] [6] [7] All complexes reported in this paper have been synthesised according to the following general procedure:
methanolic solutions containing the metal chloride (CuC12 2H20, CoC12 6H20, NiCI 6HO) and the heterocyclic diamine, 4, (L.2HC1), 17 were mixed with stirring in molar ratios of 1:1 and 1:2, respectively. The dihydrochloride of amine 4 was used in synthesis, due to its good methanol solubility. 17 The resulting mixture was treated with a stoichiometric amount of triethylamine (in order to neutralize the HC1 of the dihydrochloride) and the obtained mixture was heated for 60 min. on a water bath. The complexes precipitated from these solutions, were filtered, washed with diethylether and dried in vacuum. The following coordination compounds were synthesised and characterised: CuL2(OH)2 (green blue) 5 Supplementary stereochemical information for the new complexes 5-7 was obtained from the absorption electronic spectra of the three compounds.
In the electronic spectrum of the Cu(II) derivative 5, two large bands were observed: i) the first one is located in the range [5] [6] [7] [8] [9] [10] [11] [12] [13] [14] [15] [16] [17] [18] xl03 cm ion in a (pseudo)-octahedral configuration. 25 The band appeared at a slightly higher energy due to the involvement of the 4s orbital in the coordination sphere, ii) The second transition observed in the range 18-25 xl 03 cm -1 can be attributed to charge transfer bands. 25 The diffuse reflectance spectrum of the nickel complex 6 is characteristic for a (pseudo)-octahedral arrangement with the following transition bands: v 10 xl0 cm (3T2g ::: 3A2g), v2:17.5 xl0 cm (3Tlg (F) <:= 3AEg), v3: at higher energies (charge transfer energy). After deconvoiution the first band (vl) was splitted in two components and the second band (v2) in three components, this supplementary division being probably due to the low simetry of the ligand field and to the non-equivalence of the donor atoms. 25'26 The electronic spectrum of the Co(II) complex 7 CO 7 """ k
The fungistatic activities of derivatives 4-7 against two Aspergillus species and Candida albicans are presented in Table I . Clotrimazole 8, a topically effective fungistatic agent with clinical applications was used 20, 28 as a standard in these assays.
As seen from the data of Table I , the thiadiazole 4 is much less effective as fungitoxic agent as compared to clotrimazole, an imidazole derivative with a potent such activity, against all three fungi species investigated. The metal complexes [5] [6] [7] already show an increased fungitoxic activity (at the concentration of 10 laM, for which the data of Table I As for the mechanism of action of these derivatives, probably it is similar to that of the imidazole, and triazole derivatives used clinically, i.e., the inhibition of sterol 14-c-demethylase, a microsomal cytochrome P-450 dependent enzyme system. 29 These compounds thus impair the biosynhesis of ergosterol for the cytoplasmic membrane and lead to the accumulation of 14-t-methyl sterols which may disrupt the close packing of acyl chains of phospholipids, impairing the function of membrane-bound enzymes and inhibiting growth. 29, 3 
